Background and objectives: Ethanol exposure produces hypertension and many changes in the kidney. Melatonin has potent antioxidant and anti-inflammatory properties. The aim of this study is to detect the role of melatonin on arterial blood pressure (ABP) and its probable protective effects against renal dysfunction induced by ethanol in adult male rats. In addition, the possible involved mechanisms of melatonin using biochemical and histopathological methods were evaluated. Methods: Forty eight rats divided into three groups; control, ethanol treated and melatonin + ethanol treated groups. Half of the animals were sacrificed after six weeks (6Ws) and the other after twelve weeks (12Ws) for each group. Ethanol treated group: the animals of this group received 10 ml/kg of BW 30% ethanol by intra-gastric tube at alternate days. Melatonin+ ethanol treated group: the animals of this group received the pervious ethanol dose and 5 mg/kg melatonin injected subcutaneously at alternate days. Results: In ethanol treated group after the 6 th and 12 th week, there were significant decreased body weight (BW), significant increased (ABP) and tumor necrosis factor alpha (TNF-α). However, after the 6 th W serum urea, creatinine, vascular endothelial growth factor (VEGF) and renal caspase-3 activity were not significantly changed, but these parameters were significantly increased except VEGF which significantly decreased at (12Ws). In ethanol treated group for 6Ws and 12Ws dilatation, congestion of the peritubular vessels and dilated bowman's spaces were obvious. Dilated tubules lined by thinner epithelium with degenerated cells at some areas were also noticed. Degeneration and necrosis of renal tubular epithelia were more obvious following twelve weeks ethanol treatment. These damaging changes reflected toxic effects of ethanol with the duration of exposure. These parameters and histopathological effects were ameliorated by the melatonin. Conclusion: Melatonin has a protective role in elevated (ABP) and renal damage induced by ethanol.
INTRODUCTION
In chronic alcoholic condition not only kidney but liver was also affected (1) Deterioration of renal function may be one of the most important factors associated with a significant increase in TNF-α activity (6). Ethanol intoxication in obese mice increases TNF-α which activate hepatic caspase-3(4).
Ethanol consumption can lead to cell apoptosis in various tissues such as liver (7), heart (8), stomach (9) and brain (10), which has been confirmed in rats, mouse and human experiments. Melatonin has a protective effect on the structural alterations of proximal tubules of the kidney induced by gentamicin (21).
The aim of the present study is to evaluate the role of melatonin on blood pressure changes after exposure to ethanol, as well to detect its probable protective effects against cell death and tissue dysfunction in the renal injury induced by ethanol in adult male rats. Also, an attempt was undertaken to investigate the mechanisms responsible for these changes.
MATERIALS AND METHODS

Experimental animals
A total number of forty eight adult male albino rats about (175-200 g) were purchased from animal house of Assiut University. The experimental protocol was approved by the Institutional Animal Research Committee of the Faculty of Medicine, Assiut University, Egypt.
They were housed in an aerated room temperature (25°C) and a light/dark (12 h:12 h) cycle, food and water were provided ad-libitum. The body weight was carried out at the start of the experiment, at six weeks and twelve weeks before animal decapitation.
Chemicals
Melatonin was obtained from (Sigma Chemical Co., St Louis, MO, USA).
Experimental Design
After one week of acclimatization, rats were randomly divided into the following groups each of which was 16 rats. Control group: the animals of this group received saline orally by intra-gastric tube. Eight rats were sacrificed after six weeks, and the other after twelve weeks. 
Sample collection
After the end of the experimental period, blood was collected in glass tubes from orbital sinus and whole blood was centrifuged after clotting, and the serum was separated and the samples were maintained at -20 ᵒC until used.
Then the animals were sacrificed, kidneys were obtained. One of the kidneys was used for assessment of renal caspase-3 activity and the other was fixed in 4% gluteraldehyde solution. 
a-Estimation of biochemical parameters in the serum
Histopathological examination
For light microscopic investigations, samples from the kidney were taken from all groups after scarification then fixed in 4% gluteraldehyde solution. Semithin sections were cut at 0.5-l µm and were stained with Toluidine blue (28) and examined with light microscope.
Statistical analysis
Data were presented as means ± standard deviation (SD). Differences between groups were determined by non parametric Mann Whitney test.
The level of significance was accepted with P<0.05. Prism computer program (graph pad version 3.0) was used for statistical analysis.
RESULTS
1-Body weight
Results clearly showed that the body weight of ethanol treated rats for six weeks and twelve weeks were significantly lowered (P<0.001
for each) when compared with the control.
Melatonin administration in the melatonin+ ethanol treated group associated with significant improvement of the body weight at six and twelve weeks when compared to the ethanol treated group and the response was manifested more at twelve weeks (P < 0.05 and P < 0.001 respectively) but they were significantly lowered when compared to the corresponding control group (P < 0.01 for each). As shown in the table (2), serum urea and creatinine increased significantly in ethanol treated group at twelve weeks compared to the control (P< 0.001 for each). The reduction were obvious and significant with the melatonin treatment (P< 0.001and P<0.01 respectively) at twelve weeks when compared to ethanol treated group, but their levels were still significantly higher than the control groups (P<0.05 for each).
Arterial blood pressure
According to figure (1a&b, 2a&b) the animals treated with ethanol for six and twelve weeks displayed significant increased in both SBP and DBP when compared to both the control (P<0.01for SBP at 6 w, P<0.05 for DBP at 6w and P<0.001for both SBP and DBP at 12 Ws). 
Histological changes:
Control group: (Fig.3a) The (64) and during bone repair (65) .
Conclusion:
The present study clearly 
